Background
==========

Chest pain is a common reason for consultation in primary care and incidence varies according to setting, country, and inclusion criteria \[[@B1]-[@B3]\]. Chest pain can be caused by a wide range of different diseases including Coronary Heart Disease (CHD) \[[@B4],[@B5]\]. Gender differences in chest pain patients finally diagnosed for CHD have been described for different clinical symptoms and signs \[[@B6]-[@B8]\]. In addition, it has been shown that women who were self referred with symptoms of chest pain were more likely that men to show CHD symptoms that might also be caused by an anxiety disorder \[[@B9]\].

Since the late 1980s there has been a rising concern that in patients, as far as CHD is concerned, women might be treated and managed differently than men. Healy et al. coined the term \'Yentl Syndrome\' reminding their readers that a women with symptoms suspicious of CHD has to behave like a man in order to receive the same diagnostic work up and treatment \[[@B10]\]. In the following years many reports seemed to support the observation that men are often treated earlier, and more aggressively, than women when presenting with similar symptoms \[[@B11]-[@B13]\]. However, these findings did not remain uncontested. Results of other authors did not support what was by then termed as \"gender bias\" in the management of CHD \[[@B14]-[@B16]\].

Most of the above cited research has been performed in hospital emergency departments. The few data from a primary care setting were gained from retrospective cross sectional surveys of general physicians\' (GPs) medical records and disease registers \[[@B17]-[@B19]\].

To our knowledge, ours is the first prospective primary care study investigating gender differences in the management of patients presenting with chest pain. We examined whether there are gender differences in GPs\' initial assessment and subsequent management of patients with chest pain, how these differences can be explained, and what underlying mechanisms might be at work.

Methods
=======

We conducted a cross-sectional diagnostic study with a delayed-type reference standard in a primary care setting \[[@B20]\]. The final diagnosis was established by an expert panel after 6 months of follow up. The main aim of the study was to investigate the diagnostic accuracy of signs and symptoms for chest pain patients with CHD \[[@B21]\]. In this article we report results of a subanalysis with regard to gender differences in GPs\' management of chest pain patients.

Participating GPs and patients
------------------------------

209 GPs in the German state of Hesse were approached by the study team; 74 (35.4%) agreed to participate in the study. Doctors consecutively recruited every attending patient with chest pain, both as presenting complaint and on questioning. Recruitment was staggered in four waves between October 2005 and July 2006; the overall recruitment period lasted 12 weeks for each surgery.

GPs included every patient above 35 years with pain localized in the area between clavicles and lower costal margins, and anterior to the posterior axillary lines. Doctors also recruited during home visits and emergency calls. Patients were eligible irrespective of the acute or chronic nature of their complaints, or of previously known conditions including CHD or related risk factors. Patients whose chest pain had subsided for more than one month, whose chest pain had already been investigated, and/or who came for follow-up for previously diagnosed chest pain, were excluded.

This procedure, like the whole study protocol, was approved by the Ethics Committee of the Faculty of Medicine, University of Marburg. The study complies with the Declaration of Helsinki.

Data collection
---------------

### Baseline

GPs took a standardized history and performed a physical examination according to a case report form that was piloted and modified accordingly. The report form contained 82 items covering information on basic patient and pain characteristics, accompanying symptoms, and CHD risk factors. GPs recorded their preliminary diagnoses, investigations, and management related to the patients\' chest pains. In addition, GPs rated how certain they were regarding their preliminary diagnosis. GPs were also asked to rate the likelihood for CHD in each of their patients. Both measures were recorded on a visual analogue scale ranging from 0-100%.

### Follow up

Patients were contacted by phone both six weeks and six months after the index consultation. Study assistants, who were blinded to clinical data previously recorded, asked about the course of the patients\' chest pain and treatments, including hospitalizations and drugs. Discharge letters from specialists and hospitals were requested by GPs. Where GPs failed to obtain this information, our department requested the necessary documents directly.

### Precautions against selection bias

Participating GPs were recruited from a network of research practices associated with our department. To GPs we emphasized the importance of recruiting every patient with chest pain irrespective of the presumed likelihood of CHD. GPs were visited at four week intervals to check report forms, recruitment logs and compliance with study procedures. Random audits were performed by searching routine documentation of participating practices to identify cases of chest pain not included in the study.

### Diagnosis and reference standard

A reference panel consisting of one cardiologist, one GP, and one research associate from the Department of Family Medicine (University of Marburg) reviewed baseline and follow-up data from each patient. They decided on the most likely medical condition having caused the individual patient\'s chest pain at the time of the index test (delayed type reference standard). In addition, the panel decided whether the collected data supported an indication for urgent hospital admission. The GP\'s initial diagnosis contributed to the decision made by the panel.

Statistical analysis
--------------------

Sample size calculation was based on the primary research question with CHD disease as reference criterion. In low prevalence samples the precision of estimates of sensitivity is critical. To establish a (low) sensitivity of 0.55 with a confidence interval of ± 0.1 we would need 96 patients with CHD. Under the assumption that 8% of patients with chest pain had CHD, 1200 patients had to be recruited. This would allow us to estimate high sensitivities with even more precision, e.g. a CI of the same width for sensitivity = 0.95 would require only 19 patients with CHD \[[@B22]\].

For univariate analyses we calculated proportions and diagnostic odds ratios (OR) for selected items. The Chi-Square test was used for univariate comparisons of categorical data. Fisher\'s exact test was used when the nominator was equal or below five. The Mann-Whitney U test was used to compare continuous data for significant gender differences.

As this is an explorative study including comparisons between different variables, calculation of the significant p-value took into account the 6 outcomes: p \< 0.01 was considered to provide evidence of an association, while p \< 0.05 was considered to indicate a possible association \[[@B23]\]. Multivariate logistic regression analysis was performed to adjust the influence of gender on sociodemographic and disease-related differences between women and men. The dependent variables were CHD and the indication for urgent hospital admission. Odds ratios (OR) and 95%-confidence intervals were calculated. In order to adjust for the typicality of chest pain (specific combination of symptoms and signs at patient level), we used the Marburg CHD score, which has been developed and validated as an effective tool for ruling out CHD in patients presenting with chest pain at a primary care level \[[@B24]\]. We used the Mann-Whitney U test to test for significance of gender differences in the distribution of score values. Analyses were performed with SPSS software version 15.0.

Results
=======

GPs and patients characteristics
--------------------------------

Practices located in urban areas were 63.5%, and 67% of the participating 74 GPs were male with a mean age of 49 years. Figure [1](#F1){ref-type="fig"} describes the patient flow. GPs encountered around 190 000 patients during the study period, including 1355 patients with chest pain. Seven patients (0.005%) did not meet the inclusion criteria and 99 (0.07%) refused to participate in the study. GPs returned valid case report forms for 1249 patients (92.2%). Among these were 548 men (43.9%) and 701 women(56.1%) (T0). Although 60 (0.05%) cases were lost to follow-up and 11 (0.009%) died, these 71 (0.06%) provided enough information to be judged by the reference committee. Three early drop outs were not included. For 34 (0.02%) cases follow-up information was incomplete or ambiguous so that no final diagnosis could be made. Therefore, at T1 (6 months) we analyzed 1212 patients (534 men and 678 women) for the etiology of their chest pain; of those 180 (14.9%) patients (92 men and 88 women) were diagnosed as having CHD.

![**Patient flow**.](1471-2296-12-45-1){#F1}

GPs knew the vast majority of both male and female patients from former consultations (93.7% women, 90.3% men, p = 0.03). Most patients quoted chest pain as reason for the actual consultation (88.4% women, 86.6% men, p = 0.29), and nearly half of the patients had acute chest pain at the time of consultation (28.8% women, 30.7% men, p = 0.43).

Prevalence of CHD in women and men and certainty of diagnosis
-------------------------------------------------------------

In 1212 patients (678 women and 534 men) a diagnostic classification of the underlying reason of chest pain was possible and CHD was confirmed by the reference panel in 88 (13.0%) women and in 92 (17.2%) men. In terms of proportions, there was a significant gender difference (p = 0.04) with men having a higher CHD prevalence in the study sample.

GPs did not show significant gender related differences when rating the diagnostic certainty of their presumed diagnosis. Diagnostic certainty was 85.0% for women (25%; 75% quartile: 70.0%; 90.0%) and 80.0% (25%; 75% quartile: 70.0%; 90.0%) for men (p = 0.21).

Management of patients with chest pain
--------------------------------------

Table [1](#T1){ref-type="table"} lists six process indicators (two referring to diagnostic assessment and four to management) initiated by the GP when a patient presented with chest pain. Although GPs tended to rate male patients as having a higher CHD probability than female patients, there are no significant gender differences in the assumption that CHD or Acute Coronary Syndrome (ACS) might be the underlying reason for the patient\'s chest pain. However, there are gender differences in conducting an exercise test, and in making a decision for hospital admission.

###### 

GPs\' assumptions and management of chest pain patients by gender

  GP assumption/procedure initiated by GP during index consultation                             
  ------------------------------------------------------------------- ------------ ------------ -------------
  GP assumes CHD being the cause of chest pain - n(%)                 126 (18.0)   119 (21.7)   0.10
  Exercise test - n (%)                                               29 (4.1)     40 (7.3)     **0.02**
  Referral cardiologist - n (%)                                       77 (11.0)    67 (12.2)    0.50
  Exercise test or referral cardiologist - n (%)                      104 (14.8)   104 (19.0)   0.05
  GP assumes ACS being the cause of chest pain - n(%)                 24 (3.4)     20 (3.6)     0.83
  Hospital admission - n (%)                                          20 (2.9)     36 (6.6)     **\< 0.01**

Appropriateness of GPs\' decisions
----------------------------------

Table [2](#T2){ref-type="table"} shows the six process indicators against the two reference diagnoses. There are no gender differences for all process indicators in the patient group with CHD, or an indication for urgent hospital admission. In the group where no CHD was diagnosed, more men received an exercise test alone or, in combination with, a referral to the cardiologist. More men were also admitted to a hospital when there was no indication to do so.

###### 

Appropriate decisions in regard to 6 process indicators

                                                   CHD                                            No CHD                                                                                                  
  ------------------------------------------------ ---------------------------------------------- ------------------------------------------------- ------------- -------------------- ------------------ -------------
  GP assumes CHD - n (%)                           59 (67.0)                                      64 (69.6)                                         0.72          67 (11.0)            53 (11.8)          0.71
  Exercise test - n (%)                            3 (3.4)                                        7 (7.6)                                           0.22          26 (4.3)             33 (7.3)           **0.03**
  Referral cardiologist - n (%)                    24 (27.3)                                      19 (20.7)                                         0.30          53 (8.7)             47 (10.4)          0.34
  Exercise test or referral cardiologist - n (%)   27 (30.7)                                      26 (28.3)                                         0.72          79 (13.0)            80 (17.8)          **0.03**
                                                                                                                                                                                                          
                                                   **Indication for urgent hospital admission**   **No Indication for urgent hospital admission**                                                         
                                                                                                                                                                                                          
                                                   **Women(n = 37)**                              **Men(n = 33)**                                   **p-value**   **Women(n = 505)**   **Men(n = 663)**   **p-value**
                                                                                                                                                                                                          
  GP assumes ACS - n (%)                           14 (42.4)                                      14 (37.8)                                         0.70          6 (0.9)              10 (2.0)           0.12
  Hospital admission - n (%)                       12 (36.4)                                      18 (48.6)                                         0.30          8 (1.2)              18 (3.6)           **\< 0.01**

The horizontal part of the table lists our 6 process indicators reflecting diagnostic assumptions and decisions taken by GPs. The vertical columns show the decision of the reference panel in regard to CHD stratified by gender.

Diagnostic assumptions and management procedures adjusted for different models
------------------------------------------------------------------------------

Table [3](#T3){ref-type="table"} compares univariate ORs of the six process indicators with two different logistic regression models adjusting for potential confounders. In the first model (middle column) gender was adjusted for age, different cardiac risk factors, previous diseases, and the final reference diagnosis. For exercise testing and hospital admission, gender differences remained significant.

###### 

Gender differences (OR: female vs. male patients) of 6 process indicators adjusted for different models (n = 1249; OR \> 1: more frequent with male patients)

                                                 Gender (univariate)   **Gender (adj. for age, cardiac risk factors)**^**a**^   **Gender (adj. for Marburg CHD score)**^**b**^                                   
  ---------------------------------------------- --------------------- -------------------------------------------------------- ------------------------------------------------ ------------- ----------------- ---------
  GP assumes CHD being the cause of chest pain   1.26 (0.96-1.68)      0.10                                                     1.25(0.89-1.76)                                  0.21          0.79(0.49-1.29)   0.35
  Exercise test                                  1.83 (1.12-2.98)      **0.02**                                                 1.96 (1.18-3.24)                                 **\< 0.01**   1.21(0.62-2.36)   0.57
  Referral cardiologist                          1.13(0.80-1.60)       0.50                                                     1.03(0.72-1.48)                                  0.87          0.73(0.45-1.18)   0.20
  Exercise test or referral cardiologist         1.35(1.00-1.81)       0.05                                                     1.31 (0.96-1.78)                                 0.09          0.88(0.59-1.32)   0.54
  GP assumes ACS being the cause of chest pain   1.56 (0.85-2.85)      0.15                                                     1.70 (0.81-3.58)                                 0.16          1.17(0.43-3.18)   0.76^c^
  Hospital admission                             2.39(1.37-4.19)       **\< 0.01**                                              3.45(1.76-6.78)                                  **\< 0.01**   2.30(0.99-5.30)   0.05^c^

The following variables were selected as potential confounders for multivariable analysis (binary Logistic regression, inclusion of all variables):

^a^age (years), CHD (as reference diagnosis for process indicators 1-4), indication for urgent hospital admission (as reference diagnosis for process indicators 5 and 6), known clinical vascular disease, hyperlipidemia, diabetes mellitus, smoking, hypertension, obesity, positive family history for CHD. Except age which was coded continuously (35-99), all other predictors were binary coded (0 or 1).

^b^results of the Marburg CHD score for each patient, CHD (as reference diagnosis for process indicators 1-4), indication for urgent hospital admission (as reference diagnosis for process indicators 5 and 6). The Marburg CHD Score was coded categorical (0-5 points).

^c^values should be interpreted with caution as the Marburg CHD score discriminates better for patients with chronic stable CHD

As a next step, we adjusted the second regression model for the typicality of chest pain to see whether these differences would persist by using the Marburg CHD score together with the reference diagnosis CHD. As shown in Table [4](#T4){ref-type="table"}, men presenting with chest pain show, on average, significantly higher score values than women, i.e., they present with more clinical symptoms and signs suggestive of CHD. The same applies for the subgroup of patients that were finally diagnosed as having CHD. After adjusting for this specific combination of symptoms and signs in the individual patient, gender differences with regard to the exercise test ceased to exist. There was also a drop in the OR for hospital admission with a marginally significant p-value of 0.05.

###### 

The Marburg CHD score as proxy indicator for the typicality of chest pain: gender distribution for different score values in all patients and patients with CHD

                All patients with chest pain   Patients with ref. diagnosis CHD                                          
  ------------- ------------------------------ ---------------------------------- ------------ ------------ ------------ ----------
  **Score 0**   59 (12.7%)                     36 (10.1%)                                      1 (2.2%)     0 (0.0%)     
  **Score 1**   129 (27.7%)                    78 (21.9%)                                      1 (2.2%)     0 (0.0%)     
  **Score 2**   165 (35.5%)                    116 (32.6%)                        **\<0.01**   16 (34.8%)   17 (29.8%)   **0.01**
  **Score 3**   88 (18.9%)                     91 (25.6%)                                      18 (39.1%)   22 (38.6%)   
  **Score 4**   24 (5.2%)                      35 (9.8%)                                       10 (21.7%)   18 (31.6%)   
  **Score 5**   8 (1.7%)                       16 (4.5%)                                       7 (15.2%)    14 (24.6%)   

The score ranges from 0-5 points. Each of the following five variables contributes 1 point: age (female≥65, male≥55), known clinical vascular disease, pain worse on exertion, patient assumes cardiac origin of pain, pain not reproducible by palpation

An explanatory model
--------------------

The key contents of Tables [1](#T1){ref-type="table"}, [2](#T2){ref-type="table"}, [3](#T3){ref-type="table"} and [4](#T4){ref-type="table"} can be combined to a model for differential management of both genders in cardiac care: In the general population men show on average a higher CHD prevalence and a higher lifetime risk of developing CHD \[[@B25]\]. However, more women than men consult their GP with chest pain (see Table [1](#T1){ref-type="table"}). The lower consultation threshold in female patients leads to a dilution effect with resulting different typicality in clinical presentation (see Table [4](#T4){ref-type="table"}). Biological differences in women (e.g. pathophysiology of atherosclerosis) \[[@B26]\] might act as an additional factor.

GPs tend to assume that CHD is the cause of chest pain more often in male patients (see table [1](#T1){ref-type="table"}). Consequently, GPs refer more men for an exercise test and to the hospital (see Table [1](#T1){ref-type="table"}). The fact that these differences cease to exist after adjusting for the typicality of chest pain (see Table [3](#T3){ref-type="table"}) shows that equal clinical presentation leads to identical management. Follow up investigations in the group of patients that were not diagnosed with CHD show that there is overinvestigation in men, rather than underinvestigation in women (see Table [2](#T2){ref-type="table"}).

Discussion
==========

We developed a model to explain gender differences in GPs\' initial assessment and subsequent management of patients presenting with chest pain in a primary care setting. By defining different process indicators and adjusting these for age, CHD prevalence, underlying risk factors, and the typicality of chest pain in the individual patient, we tried to give an explanation for these differences including the underlying mechanisms at work.

To our knowledge this is the first prospective study with a sufficient sample size to allow investigating gender differences of chest pain in primary care. Strengths of this study are the large GP-based consecutive sample which was highly representative, the prospective design, and small drop out rates. Different study procedures, including random audits, reduced the possibility of selection bias. We did not interfere with the work-up provided by participating GPs, and an interdisciplinary team provided a precise diagnosis as a reference standard.

Part of the analysis was based on small numbers so that existing gender differences might not have reached statistical significance level. Especially the number of patients referred for exercise test and admitted to hospital are small and conclusions need to be drawn with caution. In addition, GPs might have considered an exercise test as a less appropriate examination in women than in men and might have ordered as a consequence this investigation less in women. GPs did also have prior knowledge of more women patients than men. However, it is unlikely that the small difference of 3.4% is clinically relevant in regard to the observed results; it only reached statistical significance because of our large study sample.

There are limitations for using the Marburg CHD score as a proxy indicator for the typicality of the individual patient\'s chest pain. The score is primarily designed for patients presenting with chronic stable CHD; therefore it is of less value to adjust for urgent hospital admission. In addition, not all score variables reflect clinical conditions that can be related to the typicality of chest pain. The Marburg CHD score has the be regarded as the best option available and results need to be interpreted with caution.

In general, the participating GPs showed a high certainty of their presumed diagnosis, but tended to rate male patients as having a higher CHD probability than female patients. This is supported by findings of a study conducted by Schulman et al. who used a computerized survey instrument to assess physicians\' recommendations for managing chest pain and where more male patients were rated as having CHD \[[@B27]\]. However, in our study sample there was a significant gender difference for CHD as reason for the patients\' chest pain with men having a higher prevalence than women. This corresponds with the results of representative epidemiological primary care data that show higher CHD prevalence for men \[[@B28]\]. GPs\' diagnostic assumptions were therefore in line with the underlying epidemiology of CHD, both observed in our sample and at a national level.

GPs apply different management strategies for chest pain patients ranging from \'wait and see\' to urgent hospital admission. We tried to capture these follow up decisions by defining different process indicators. In our sample, GPs sent more men for exercise testing and referred more men to a hospital. After adjusting for potential confounders like age, cardiac risk factors, and the reference diagnosis CHD, these gender differences remained. As a consequence, neither the different CHD prevalence in women and men, nor differences in age or in cardiac risk profile, can serve as an explanation for the GPs\' management decisions. Crilly et al. found in a cross-sectional study systematic gender differences in the clinical management of patients with angina in primary care, including a higher rate of exercise tests in men \[[@B17]\]. Two further cross sectional studies conducted in a primary care context showed gender differences in secondary CHD prevention, with men being more likely to be treated with aspirin and statins \[[@B18],[@B19]\]. In contrast to our study sample, the above mentioned studies looked only at patients with an established diagnosis of CHD.

Most studies looking at gender differences in the management of CHD have been conducted in emergency departments mainly including patients with ACS. Among others, findings have been that women are less frequently admitted to the Intensive Care Unit and are less likely to undergo invasive cardiac procedures \[[@B11],[@B13],[@B29]-[@B32]\]. However, these findings do not necessarily mean there is a gender bias towards women. They could also reflect overuse of diagnostic and therapeutic procedures in men \[[@B11]\]. Findings of other studies did not support gender differences in the consequent management of patients with CHD or ACS \[[@B14]-[@B16],[@B33]-[@B35]\]. In a critical analysis, Green and Ruffin remarked that differences in treatment by sex may be a practice variation phenomenon rather than uniform bias \[[@B36]\]. Our data support the above mentioned observations.

It has been argued that CHD presents clinically less typical in women than in men \[[@B26],[@B37]\]. When we used the Marburg CHD score in order to adjust for the typicality of symptom presentation in women vs. men, gender differences for all process indicators ceased to exist \[[@B24]\].

It is an interesting observation that, in our sample, women with CHD did not seem to have any disadvantage from presenting less typical than men. When looking at the subgroup of chest pain patients with CHD as final diagnosis, women and men seemed to receive the same management (see table [2](#T2){ref-type="table"}). However, there were contrasting results in chest pain patients where another etiology than CHD was finally diagnosed. For this group our data indicate an overuse of diagnostic procedures like the exercise test and a lower threshold of hospital admission in men. Being confronted with diagnostic uncertainty in the diagnosis of chest pain together with the fear of overseeing serious cardiac disease, a possible explanation could be that GPs have, in general, a low threshold for initiating further diagnostic procedures in all patients where they suspect CHD. While it has so far been argued that women with CHD show out of biological reasons a less typical clinical presentation than men \[[@B26]\], we propose as an additional explanation a gender related difference in the utilization pattern of medical services: women contact earlier and with less typical symptoms their GP than men. This is supported by the findings of different studies which show differences in self perception and symptom reporting between women and men. Women rated their pain as more intense using more affective words and report more often bodily symptoms than men \[[@B38]-[@B41]\]. All these aspects might contribute to a lower threshold in women to consult a GP for further investigations. Because of this lower utilization threshold, women present with less typical symptoms and are consequently less referred. As GPs tend to assume a higher CHD likelihood for men \[[@B42]\], and therefore refer more men for further investigations, it might, paradoxically, be just this mechanism that leads to fewer unnecessary investigations in women.

Conclusions
===========

In summary there are gender differences in GPs\' management decisions in patients presenting with chest pain. While these differences can not be explained by differences in age, CHD prevalence, and underlying risk factors, the less typical symptom presentation in women might be an underlying factor. A lower utilization threshold resulting in a dilution effect together with contributing biological mechanisms in the individual patient might explain these differences in typicality. However this does not seem to result in suboptimal management in women but rather in overuse of services for men.

As our conclusions are based partly on very small numbers we consider them rather hypothesis generating. Larger studies will be necessary to prove our proposed model explaining gender differences in GPs\' management of chest pain patients.
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